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Nuclear receptors represent one of the most important drug targets. Nur77, an 
important member of the nuclear receptor superfamily, is such an ideal target for drug 
discovery due to its involvement in the mediation of the apoptotic effect of various 
apoptosis-inducing agents. In this study, we screened more than 1000 compounds of 
marine drugs that may target nuclear receptor Nur77 apoptotic pathway. Fortunately, 
we successfully identified several compounds that could induce Nur77 expression and 
apoptosis, among which we investigated the detail mechanism information for the 
marin Exfoliazone in inducing PARP cleavage and Nur77 nuclear export in HepG2 
cells.  
Our result showed that Exfoliazone could strongly increase the levels of Nur77 
protein through their transcriptional regulation, which was comparable to its growth 
inhibitory and apoptotic effect (PARP cleavage and AnnexinV staining) in HepG2 
cells. Such effect of Exfoliazone was reproducible in MEF cells but impaired in 
Nur77 knockout MEF Nu77-/-cells, suggesting Nur77 induction mediates the 
anti-cancer effect of Exfoliazone. We further showed that Exfoliazone could strongly 
induce Nur77 nuclear export which was closely correlated to its apoptotic effect.  
Inhibition of Nur77 nuclear export by LMB was accompanied by reduced apoptotic 
action of Exfoliazone. Thus, the cytoplasmic localization of Nur77 plays a critical role 
in mediating the apoptotic effect of Exfoliazone.  
Exfoliazone acts as a new modulator of the Nur77 apoptotic pathway and it may 
have therapeutic potential on liver cancer.  





















































































 应用：II 期临床 
名称：Dolastatin 10 



















来源：海鞘 Ecteinascidia turbinata 
药理活性：治疗肺癌和皮肤癌 




















得成功幷已进入 II 期临床研究 
名称：bryostatin 1 






























































































因子的相互作用也能实现对细胞凋亡的调节。例如FLIPs（FADD like ICE 
inhibitory proteins）与Caspase-8酶原的序列类似，但缺乏关键的催化残基。FLIPs 
与Caspase-8酶原竞争辅因子FADD，抑制启始因子Caspase-8的激活，从而阻止下
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